Mm02528810_s1 (Bcl), Mm00432359_M1 (Ccnd1), Mm01612362_m1 (Ccnd3), Mm00446968_m1 (Hprt), Mm00516431_m1 (Irf4), Mm00487804_m1 (Myc), Mm00446968_m1 (Prdm1), and Mm00457357_m1 (Xbp-1).
Measurement of micro-vessel densities
Micro-vessel densities were measured, by the method described previously (Ref. 2) .
Tartrate resistant acid phosphatase staining
Tartrate resistant acid phosphatase staining was performed using Acid Phosphatase, Leukocyte (TRAP) Kit (Sigma-Aldrich 387A).
Drug inhibitory test
Drug inhibitory test was performed ex vivo after 48 hours of drug administration, using the WST-8 kit Dojindo) .
In vivo treatment for plasma cell neoplasms 2x10
5 spleen cells from the secondary recipients of tumor-carrying Mef -/-Rad50 s/s and age-matched wild type, control mice were transplanted into sub-lethally irradiated recipient mice. Subsequently, melphalan (2.5mg/kg, day1-5) or bortezomib (0.5mg/kg, day 1-4) was administered to these mice. The survival of these mice was observed.
Exome Sequencing
SureSelect Mouse All Exon Kit (Agilent Technologies) was used for enrichment of the entire mouse exome, and the 5500xl Genetic Analyzer (Applied Biosystems) was used for the sequencing. The data processing pipeline for detecting variants was as follows:
First, the FASTQ files were processed to remove any adapter sequences at the end of the reads and trimmed to remove bases with a Q<3. Reads shorter then 50bp were discarded and the files repaired to account for dropped reads. The clipped/trimmed reads were mapped and paired using the BWA mapper: bwa aln and bwa sampe or samse for unpaired reads. The mapped reads were processed with the Picard tools to sort by coordinate (SortSam) and have duplicated reads removed (MarkDuplicates). The BAM files were then processed using the GATK toolkit, following the published best practice guidelines. They were first realigned using the InDel realigner and then the base quality values were recalibrated using the BaseQRecalibrator. Variants were then called using the GATK Unified Genotyper. The calls were filtered to remove any mutations scored as LowQual by the Unified Genotyper or with an alternative allele depth < 5 reads. The filtered calls were annotated with SNPEff and synonymous mutations were also filtered out from the list. To make the final list from this list, we selected genes with >0.15 of the variant frequency and variants which could not be observed in control samples, and excluded identical variants at an identical base as artifacts. DNA of the indicated tumor and control spleen was digested with EcoRI and analyzed for V(D)J rearrangements at the IgH locus by Southern blotting using a 3' JH4 probe.
Wild-type splenic B cells were used as a positive control to detect IgH rearrangements (indicated by arrowheads). or bortezomib (0.5mg/kg, day 1-4), or vehicle control was administered to these mice. Supplementary Figure S1 The results of D-JH rearrangement analysis. detected by PCR.
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